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General Experimental
All solvents were purchased from VWR (EM Science-Omnisolv high purity) and used as received. All other reagents were purchased from Aldrich. Merrifield-Cl resin was purchased from Argonaut technologies. on a JEOL JMS-700T MS station (magnetic sector instrument) at a resolution of greater than 10000. Samples were introduced via heatable direct probe inlet. Perfluorokerosine (pfk) was used to produce reference masses. HPLC analysis was performed with an Agilent 1200 series purification system equipped with a diode array detector and auto injection system. All the resin bound reactions were performed in PTFE tubes using a Quest 210 apparatus manufactured by Argonaut Technologies.
Synthesis of (E)-2-((4-bromo-3-methylbut-2-en-1-yl)oxy)tetrahydro-2H-pyran, 7.
Bromine was slowly added to a cooled (0°C) solution of triphenylphosphine (11.38 g, 43.4 mmol, 1.1 eq) in 50 ml of CH 2 Cl 2 until the color was a persistent light yellow. A few pellets of triphenylphosphine were then added to make the solution colorless. Hunig's base (6.8 ml, 39.0 mmol, 1 eq.) was then added dropwise and stirred for 10 min. (E)-2-methyl-4-((tetrahydro-2H-pyran-2-yl)oxy)but- The propargylmagnesium bromide (18ml of 1.6 M in ether, 29.0 mmol., 2 eq.) was added to bromide 7 (3.69g, 14.8 mmol) in 20 ml of dry ether at 0° and stirred for 12 hr. The reaction mixture was brought to rt., heated at reflux for 1 hr., cooled to rt., quenched with cold, sat. aq.
NH 4 Cl, extracted with ether, dried over MgSO 4 , concentrated and purified by silica gel column chromatography using hexanes/ethyl acetate to give (E)-2-((3-methylhept-2-en-6-yn-1-
The OTHP-ether 8 (2.3g, 11.0 mmol) and PPTS (5 mg) in DCE:dry MeOH (1:1) (8 ml) was stirred overnight, concentrated, resuspended in methylene chloride, washed sequentially with saturated aq. NaHCO 3 , water, and brine, dried over MgSO 4 , concentrated and purified by silica gel column chromatography using hexanes/ethyl acetate to provide (E)-3-methylhept-2-en-6-yn-1-ol in quantitative yield. 4 and concentrated to give 12.3mg of (E)-3-methylhept-2-en-6-yn-1-ol 9 (82% yield, 0.99 mmol/gm).
General Procedure for cycloaddition adducts 12a-k. All the reactions were performed in PTFE tubes using a Quest 210 apparatus manufactured by Argonaut Technologies. The sequence of addition is important for optimum yield. CAUTION! Due to risk of explosion, [3] [4] [5] [6] it is crucially important not to use halogenated solvents at this stage and to ensure that all azide ion is removed by thorough washing of the resin before introducing halogenated solvents in any subsequent steps. Reaction vessels were charged with 100 mg of resin 11 and sodium azide (57.6 mg, 0.99 mmol, 10 eq.) followed by 5 ml DMF and then 3 mg CuI and agitated initiated. Hunig's base (114 mg, 0.99 mmol, 10 eq.) was added and finally, the bromide (0.99 mmol, 10 eq.) added. The resultant mixture was agitated for 1 day at rt., heated to 50° for 3 hr., then cooled. Then the resin was filtered and washed with DMF (2x), 1:1 DMF -water (2x), DMF (2x), CH 2 Cl 2 (3x), ether (2x) and dried in vacuo.
General Procedure for alcohols 4a-k. 100 mg of resin was heated at 80˚ with 1:1 DCE:dry methanol (8 ml) in presence of 5 mg PPTS for 8 hr. The liquid phase was collected, the resin was rinsed with CH 2 Cl 2 and the washings were combined and sequentially washed with saturated aq. 
(E)-3-methyl-5-(1-(4-nitrobenzyl)-1H-1,2,3-triazol-4-yl)pent-2-en-1-ol, 4b. 212 mg of 4-
nitrobenzylbromide gave 18.5mg of product 4b, 55% yield. 
(E)-5-(1-(4-(tert-butyl)benzyl)-1H-1,2,3-triazol-4-yl)-3-methylpent-2-en-1-ol, 4c. 223 mg of 4-
tert-butylbenzylbromide gave 13.3 mg of product 4c, 43% yield. 
(E)-5-(1-(4-isopropylbenzyl)-1H-1,2,3-triazol-4-yl)-3-methylpent-2-en-1-ol, 4d. 210 mg of 4-
isopropylbenzylbromide gave 10.6 mg of product 4d, 36% yield. 
. 185 mg of 3-fluorobenzylbromide gave 15.5 mg of product 4f, 57% yield. 
(E)-3-methyl-5-(1-(3-(trifluoromethoxy)benzyl)-1H-1,2,3-triazol-4-yl)pent-2-en-1-ol, 4h.
250 mg of 1-(bromomethyl)-3-(trifluoromethoxy)benzene gave 11 mg of product 4h, 32% yield. buffer and purified by RP-HPLC (Varian Dynamax, 10 μm, 300 Å, C-4 (10mm x 250 mm)
column with an gradient mobile phases: 25 mM NH 5 AcO and acetonitrile. 7 The product collected and lyophilized to obtain compound 5 (9.0 mg, 19% in two steps). 
